Characterization of the antagonist activity of the PAF antagonists RP 59227 and WEB 2086 on elicited guinea pig peritoneal macrophages. Evidence for variable affinities and kinetics.
The pharmacological selectivity and affinity of the two PAF antagonists RP 59227 and WEB 2086 for macrophage platelet activating factor (PAF) receptors have been investigated. PAF produced a dose-related increase in superoxide generation from elicited guinea pig peritoneal macrophages (IC50 41 +/- 16 nM, n = 9). After a 5 min preincubation time RP 59227 (0.1, 1.0 and 10 microM) produced a dose-related rightward displacement of the PAF dose-response curve, the Schild plot gave a pA2 of 7.39 +/- 0.07 (n = 5) with a slope of 1.17 +/- 0.11, indicating competitive antagonism. WEB 2086 over the same concentration range was without effect at the lower two concentrations, but at 10 microM, the displacement of the PAF dose-response curve was similar to that obtained with 10 microM RP 59227. Increasing the preincubation time to 30 min increased the affinity of RP 59227 (apparent pA2 8.76 +/- 0.28, n = 5). This was associated with a reduction in the slope of the Schild plot to 0.67 +/- 0.11, suggesting noncompetitive kinetics. The affinity of WEB 2086 could not be determined, but the antagonism appeared noncompetitive in nature. The results indicate that PAF antagonists can show variable affinities for macrophage PAF receptors depending on the experimental conditions, as well as competitive or noncompetitive kinetics depending on the contact time.